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A review with .apprx.85 ref s . The branched DNA ( 
bDNA) signal amplification system is a solid-phase, sandwich 
hybridization assay incorporating multiple sets of synthetic 
oligonucleotide probes and several simultaneous hybridization 
steps. This system is one of several methods that are currently available 
for quantitation of nucleic acid sequences in clin. specimens. This 
method have been used to assess rapidly the effect of antiviral therapy, 
which has both expedited the development of antiviral drugs and 
improved the management of patients with HIV-1 and HCV infections, 
(c) 1999 Academic Press. 
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Novel sym, and asym. branching phosphoramidites that can be used to 
synthesize branched oligonucleotides and to amplify the signal intensity 
of DNA probes have been developed. The detection sensitivity of 
oligonucleotide probes is increased by the introduction of 
multiple labels such as biotin or fluorescein onto the oligonucleotides. 
Arranging the labels nonlinearly at the 5 ' -end of an oligonucleotide chain 
is particularly desirable as it minimizes steric hindrance and 
increases the detectability of the labels. Branching 

phosphoramidites that result in the formation of DNA "forks" and "combs" 
have been used successfully for this purpose. Polylabeled 
branched DNA multimers constructed using these reagents 
showed significantly increased signal intensity relative to 
singly labeled probes as detd. by in situ hybridization and 
microtiter plate assays. 
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